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Abstract: 

EP 249397 A 

A penetration-enhancing pharmaceutical compsn. for topical applicn. comprises: (a) a safe and effective 
amt. of a 6-amino-l,2-dihydro -1-hydroxy-Z-iminopyrimidine cpd. of formula (I) or salt., (where R2, R3 
= H lower alkyl, lower alkenyl, lower aralkyl or lower cycloalkyl; or NR2R3 = aziridinyl, azetidinyl, 
pyrrolidinyl, piperido, hexahydroazopinyl, heptamethylenimino, octamethylenimino, morpholino or 4- 
lower alkyl piperazino gp. all opt. C-substd. by 0-3 lower alkyl, OH or alkoxy gps.; and Rl == H, lower 
alkyl, lower alkenyl, lower alkoxyalkyl, lower cycloalkyl, lower aryl, lower aralkyl, lower alkanyl, 
lower alkaralkyl, lower alkoxyaralkyl, lower haloaralkyl); (b) 0-90 wt.% water, EtOH, or iPrOH; and (c) 
5-99.9 wt.% penetration-enhancing carrier comprising: (i) a small polar solvent from 1,2-propanediol, 
1,2-butanediol, 1,3-butanediol, 2,3-butanediol, 3-6C triol, or mixts.; and (ii) a polar lipid cpd. from 16C 
mono-unsatd. alcohols, 16C branched satd. alcohols, 18C mono-unsatd. alcohols, 18C branched 
alcohols, or mixts.; in (i):(ii) wt. ratio 1:1-500:1 (5:1-100:1). 

USE/ADVANTAGE - (I) are known antihypertension agents when used systemically, but are used 
topically to increase terminal hair growth and to stimulate the conversion of vellus hair to growth as 
terminal hair. The compsns. may beused to treat alopecia inhumans; or to unprove the pelts of animals 
(e.g. mink) or treat bald patches such as caused by mange on cats and dogs. etc. 

0/0 

EP 249397 B 

A penetration-enhancing pharmaceutical composition for topical application characterised in that it 
comprises (a) a safe and effective amount of 6-amino-l,2-dihydro- l-hydroxy-2-imino -4-piperidino- 
pyrimidine and pharmaceutically acceptable acid addition salts thereof; (b) 0% to 90% by weight of a 
solvent selected from water, ethanol or 2-propanol; and (c) 5% to 99.9% by weight of a penetration- 
enhancing carrier consisting essentially of: (i) a small polar solvent selected from 1,2-propanediol, 1,2- 
butanediol, 1,3-butanediol, 2,3-butanediol, C3-C6 triols, or mixtures thereof, and (ii) a polar lipid 
compound selected from C16 mono-unsaturated alcohols, C16 branched chain saturated alcohols, CI 8 
mono-unsaturated alcohols, CI 8 branched chain alcohols, and mixtures thereof; wherein said small polar 
solvent and said polar lipid compound are present in a ratio of solvent; polar lipid compound of from 1:1 
to 500:1, and further characterised in that ttie composition contains less than 3.5% of any single 
compoimd selected from C4, C6 and C18-C20 straight chain, saturated normal fatty alcohols, and C4- 
C20 straight chain, saturated mono and dicarboxylic acids. (Dwg. 0/0)t 

US 5041439 A 

Penetrating pharmaceutical compsns. (I) for topical appln. comprise (A) 0.01-10 wt.% of a l-hydroxy-2- 
iminopyrimidine deriv. of formula (II) or a suitable acid addn. salt, where R2-3 are each H, alkyl, 
alkenyl, aralkyl or cycloalkyl, or together with the N atom, may form cpd. substd.:- aziridinyl, 
azetidinyl, pyrrolidinyl, piperidine, hexahydroazepinyl, heptamethyleneimino, octamethyleneimino, 
morpholine or 4-alkyl piperazinyl, (B) 0-90 wt.% of a solvent (water, EtOH or 2-propanol) and (C) 5- 
99.9 wt.% of a penetration-enhancing carrier consisting of (a) a polar solvent which is 1 ,2-propanediol, 
1,2-butanediol, 1,3-butanediol, 2,3-butanediol, or 3-6C triol or mixts. of these and (b) a polar lipid cpd. 
(isocetyl alcohol), (a) and (b) being used in a wt. ratio of from 1 :1 to 500: 1 . 

USE - 1-10 mg/cm2 of (I) are applied to increase terminal hair growth. 
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